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1 . A method of delecting a larger nucleotide sequence present in a biological sample, 
comprising the following steps: a) obtaining a nucleic acid molecule from a biological 
sample; b) hybridizing a detector oligonucleotide from an immobilized nucleic acid 
molecule and removing non-hybridized detector oligonucleotide; d) ionizing and evaporating 
a product from step b); and e) detecting the detector oligonucleotide with the aid of mass- 
spectrometry, wherewith detection of" the detector oligonucleotide indicates the presence of a 
target nucleotide sequence in the biological sample. 

2. A method of detecting a target nucleotide sequence present in a biological sample, 
comprising the following steps: a) obtaining a target nucleic sequence from a biological 
sample; b) specifically digesting a molecule of replicated nucleic acid with use of at least 
one suitable nuclease by means of which digested fragments are obtained; and c) analyzing 
digested fragments with the aid of mass-spectrometry, wherewith determination of the 
molecular weight of the digested fragments provides information on the target nucleotide 
sequence. 

3. A method of detecting a target nucleotide sequence present in a biological sample, 
normal or mutant, comprising the following steps: a) obtaining a nucleic acid molecule 
containing a target nucleotide sequence from the biological sample; b) hybridizing the target 
nucleotide sequence with a mutant primer (M) which is capable of hybridizing with mutation 
comprising a part of the target nucleotide sequence or a normal primer (N) which differs 
from M and is capable of hybridizing with a wild type sequence in the same part of the target 
as M; c) contacting a product from step b) with a corresponding polymerase enzyme and 
corresponding nucleoside triphosphate so that extension from N occurs where N hybridizes 
with the target nucleotide sequence or extension from M occurs where M hybridizes with the 
target nucleotide sequence; d) ionizing and evaporating the product from step c); and e) 
detecting the product of step d) with the aid of mass-spectrometry, wherewith the molecular 
weight of die product indicates that the target nucleotide sequence is normal or mutant. 

4. A method of detecting a target nucleotide sequence present in a biological sample, 
comprising the following steps; a) obtaining a nucleic acid molecule containing target 
nucleotide^); b) hybridizing the nucleic acid molecule with oligonucleotide-primer which is 
complementary to the nucleic acid molecule in the region right after a S'-end of the target 
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nudeotide(s); c) contacting a product from step b) with a corresponding set of didesoxy 
nucleoside or 2'-desoxy-nucleoside triphosphates and DNA-dependent DN A -polymerase so 
that extension of the primer occurs by target nucleotide^) with the formation of an extended 
primer product; d) ionizing and evaporating the product from $tep c); and e) detecting an 
extended product with the aid of mass-spectrometry to determine the identity of the target 
nucleotide^). 

5. A method of detecting a normal or mutant fragment of nucleic acid, comprising 
the following steps: a) obtaining a nucleic acid molecule; b) hybridizing the nucleic acid 
molecule with an oligonucleotide probe which is hybridized with a wild type or mutant 
sequence of nucleic acid; c) contacting a product from step b) with a single chain specific 
cndonvclease; d) ionizing and evaporating a product from step c); and e) detecting the 
obtained products with the aid of mass-spectrometry, wherewith the presence of more than 
one different peak, representing more than one fragment shows that the nucleic acid 
molecule contains at least one mutation and the presence of one peak that is one nucleic acid 
indicates a wild type target nucleic acid. 

6. A method of detecting at least one base in a target nucleotide sequence present in 
a biological sample, comprising the following steps: a) obtaining nucleic acid containing a 
target nucleotide sequence from a biological sample; b) carrying out at least one 
hybridization of the target nucleotide sequence with a set of ligation adducts and with a 
thermoresistant DNA-ligase, with the aid of which a ligation product is formed; c) ionizing 
and evaporating a product from step b); and d) detecting the ligation product with the aid of 
mass-spectrometry and comparing the obtained value with a known value to determine at 
least one base in the target nucleotide sequence, 

7. The method according to claims 1-6, characterized in that prior to step b) the 
target nucleotide sequences arc immobilized on a solid carrier to obtain immobilized target 
nucleotide sequences, nucleotide(s). 

8. The method according to claim 7, characterized in that the immobilization is 
carried out with the aid of hybridization between a molecule of a complementary nucleic 
capture acid, which is preliminarily immobilized on the solid carrier, and a part of the 
nucleic acid molecule, which is different from the target nucleotide sequence. 
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9. The method according to claim 7, characterized in that the immobilization is 
carried out by direct binding of a solid substrate to a part of the nucleic acid molecule, that 
differs from the target nucleotide sequence. 

10. The method according to claim 7, characterized in that the immobilisation is 
reversible. 

1 1 Trie method according to claim 10, cliaracteriz^d in that the target nucleic acid is 
moved from ihe solid substrate by means of a chemical, enzymatic or physical method. 

12. The method according to claim 10, characterized in that immobilization is 
carried out by means of a photocleavable bond. 

13. The method according to claim ID, characterized in that the target nucleotide 
sequence is moved from the substrate by ionization and evaporation. 

14. The method according to claim 7, characterized in that the solid substrate is 
selected from the group including balls, flat surfaces, "Chips," capillaries, stud$, ridges and 
M wafers." 

15. The method according to claim 7, characterized in that the step of immobilizing 
is carried out by hybridization between a row of molecules of a complementary nucleic 
capture acid, which is preliminarily immobilized on a solid carrier, and a part of the nucleic 
acid molecule, which differs from the target nucleotide sequence. 

16. 'Hie method according to any one of claims 1-6, characterized in thai prior to 
step b) the step of amplification is carried out on the target nucleic acid. 

17. The method according to claim 16, characterized in that the target nucleic acid is 
amplified by a method of amplification selected from the group consisting of cloning, 
transcription, polymerase chain reaction (PCR), ligase chain reaction (LCR) and strand 
displacement amplification (SDA). 

18. The method according to claim 16, characterized in thai a mass-spectrometer is 
selected from the group of instruments operating on the base of time-of-flight matrix laser 
desorption/ionizarion (MALDI-TOF), elecrronic sprayer (ES) f ionic cyclotron resonance 
(ICR), Fourier transfer. 

19. The method according to claims 1 ~ 6, characterized in that prior to ionization 
and evaporation the target nucleic acid is purified. 



FROy F UK AM I P AT EM OFFICE 05- 5361-1 731 



20035 



^22 3 (A; : G : 38/SS1 6 : 521 31 59734 ? 1C 



4 



20. The method according to claims 1 - 6„ characterized in that a primer, extended 
primer, probe or Iigated product is conditioned, 

21. The method according to claim 20, characterized in that ihe primer, extended 
primer, probe or product of ligation is conditioned by modification of a phosphodiester 
skeleton. 

22* The method according to claim 21 7 characterized in that modification of the 
phosphodiester skeleton is a cation exchange. 

23. The method according to claim 20, characieri2ed in that the primer, extended 
primer, probe or product of ligation is conditioned by contact with an alkylating agent or 
trialkylsilyl chloride. 

24. Hie method according to claim 20, characterized in thai the primer, extended 
primer, probe or product of ligation is conditioned with the aid of ai least one nucleotide 
which reduces sensitivity to depurinization. 

25. The method according to claim 24, characterized in that the nucleotide is N 7 - 
or N 9 - desazapurine nucleotide or 2' fluoro T desoxynucleotide. 

26. The method according to claims 1 — 6. characterized in that the target nucleotide 
sequence indicates the illness or condition selected from the gTOUp including a genetic 
disease, chromosome anomaly, genetic predisposition, cancer or infection, 

27. The method according to claim 6, characterized in that the first or second adduct 
of ligation for eachDNA thread comprises 5-phosphate. 

28. The method according to claim 6, characterized in that it is carried out cyclically 
with the obtainment of an amplified product of ligation in accordance with which detection 
is carried out. 

29. The method according to claim 6 ? characterized in that the ligase is a 
thermostable DNA ligase. 

30. The method according to claims 1—6, characterized in that mass-speccrometry is 
matrix associated laser desorption (MA DL). 
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(110) HoMep ny6nwKai;iiM 
(130) Bufl AOKywenra 
(140) flaia ny&nHKaqMM 

(190) CjpaHa ny6/iMKaL|WM 
(210) PervcTpgmnoHHhiM Howep 

(220) JX&rz no^aMM 3aflexn 

(310) HOMep KOHBeHUMOHHO^ 
3a«BKM 

(320) Aa^a rio^aHM 
KOHeeHl4HOHHOM 38ABKM 

(330) CrpaHa npMOpHTGta 
(430) Aara nyfrnnKaumi 3a*BKw 

(516) HcMep peflakUMM MFIK 
(b1 1 ) Ochobhom MKq^KC MHK 

Ha3oaHno 

(71 1) Hm* sasBMTenfl 
(721) Mm* M3o6peTaTe/ifl 
(721) Uma H3o6peTaTe/w 
(721) Uma waoCpeTaTerw 
(721) Uma M3o6peTaiejifl 
(721) Mma M3oGpeTaTejifl 
(721) Mm* M3o6peTaTena 

(/21) MMfl M306peT87e/lfl 

(721) I/Imh M3o6peTa7erin 

(721) Mma ki3o6peTaTe/iA 

(741) HaTeHTHblfi nosepeHHMfi 
(741) naTeHTHbifi noeepeHHbjft 
(860) Howep m flaTa 
Me>nayHapoAHOM h/ih 
perMOHanbHOH aa^BKM 

(980) Aflpec a/i* nepenwCKw 
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0EflEPAJlbHblM MHCTHTYT nPOMblUJJIEHHOM 
COBCTBEHHOCTM 



Ns971 17182. Pe^epaT 

1, Cnoco6 o6Hapy;*eHki* mmluchhom HyKneoTHflHofl 
nocneAOBaTenbHocTM, npncyTCTBy>oLi4©fl d 6nonornnecKOM oSpa^ue, 
BKn»oHaKni4Mft cra/^MM a) nonyneHM* woneKynbi HyKnenhOBOM KHonOTbi 
6wonorwMecKoro o6pa3ua; 6) rvi6pMAH3auwM AeTeiaopHoro 
ojiwroHyKneoTMfla c wMMo6nnn30BaHHOM MOJieKynotf HyicnfeWHOBofi 
KwcjiOTbi m yAariCHMe Hern6pnAH^onaHHoro-AeTeKTopHoro- 
onMroHyKneoTMfla; r) mohm3314mh * ncnapeHMfl npo^yKTa CO craflHH 6); w 
A) o6HapyxeHMfl flereKTopHoro ojinroHyJieoTKAa c noMonjbto Mace- 
cn*KTpoMeTpwn, npM 3TOM o6Hapy>KeHMe AeTeicropHoro 
onuroHyKneornAa yKQ3biBaeT h© npwcyT crane mmluchhom nyKneoTHAHofl 
nocneAOBaTenbHocriA b 6nonarnM«CKOM o6pasue. 



2. Cnoco6 o6napy>KeHMA MUtueHHOM HyKneoTMAHofi 
nocneAOBaTenbHocTn, npMcyrcrr&yioitjeM e 6no/iornMecKOM o6pa3i_ie, 
BK/iK>HaK>ti|Liii cnraAUM 9} nonyseHWfl MHLueHHoft HyKneoTHAHOft 
nocjieAOBaTeribHOCTM M3 6wonorMM6CKoro oSpaaya; 6) cneMnc^nMecKoro 
nep^BapneaHUfl woneicyjibi peanMMMpoaaHHofi HyKJieMHOBofi KwcnoTbi c 
ncno/ib30BaHneM no MeHbiuefi Mepe v oahom noAXOA^me* HyKneaabi, 
nocpeflCTBOM Hero no/iynaK)T nepeBapeMHbte <J>parMeHTbi; w b) SHanMsa 
nepeeapeHHbix cfcparMeHTOB c noMOiubio MacocneKTpOMeTpwn, npw 3tqm 
onpeAeneHvte MO/ietcyrwpHOM Maccbi nepeBapeHHbix $parMSHTOB AQ©T 
MHcj^op Ma umjo o MMiueHHOM HyKJieoTMAHow nocneAOBaTe/ibHOCTM. 

3. CnocoS o6Hapy*cfiHnn MMLueHHOM HyKneoTMAHOft 
nocneAOBaTcnbHocTM, npwcyTCTeyfOuiew b 6nonornMecKOM oSpasiie; 
HupManbHOM mjim wyTa hthom, &KnK>MaK>U4WW CTaAMM a) nojiyscHHH 
MoneKynbi HyKnennoBOM kmcjiotw, coAepNcai^evt MMLueHHyjo 
HykneoTMAHy>o nocneA OBaTRnbHOC Tb, na 6nonorwMecKoro oGpaatja; 6) 
rn6pMflii3aL4HM MMiueHHOM nyKneoTMAHOM nocneAoaaTenbHocTM o 
MyTaHTHbiM npaPiMepOM (M), KOTopwtf cnoco6eH ruCpHAMSoeaTbCfl c 
MyTauMeft, coAep>KamePt nacTb mulu^hhoPi HyKneoTHAHoft 
nocneAoaarejibHocTM hhh HopMa/ibHoro npaftMepa (N), KOTopbift 
OT/inMaerc* otMh cnoco6eH rn6pnAM3oeaTbCfl c nocneAOsaTenbHocrbK) 
AUKoro Tuna b tom *<e Hacru MMiueHM, hto m M; b) KOHTaKTuposaHH* 
npoflyKTa co cTaAMW 6) c cooTBercTBytomuM ^epMeHTOM nonnMepa30vi n 
cooTBeTCTBy»oa(MM HyKneoaMATpucpoccpaTOM TaK r mto yAnnneHne or N 
npoMexoAMT, eenw N rn6pnAH3yeTCH c MtnueHHoK Hykne<vrnAHOfi 
nocneAOBaTeribHOCTbK) yAnviHeHne ot M npowcxoAMT, eenn M 
rn6pMAW3yeroi c MmueHHoM HyKneoTMAHOfl nocneAOBaTenbHocTbio; r) 
uomsauwvt w wcnapCHnsi npoAyirra co CTaAMVi b); vi a) o6napy>KeMwn 
npoAyKTa cTaAMM r) c noMoaibio Macc-cneKTpoMeTpnn, npw stom 
MOrreKy/iapHafi Macca npoAy^a yKa3biaaeT Ha to, hto MMweHHaa 
HyKneoTMAHafl nocneAOeaTejibHocTb flB/weTCp HopManbHofl unw 
MyraHTHofi. 

4. CnocoS o6Hap>oKeHMfl MMiueHMofi HyicneoniAHOfi 
nocneuoBaTenbHocTn. nnncvTGTBVmujew b fiwonorimecKOM oRnaauft. 
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©KnKJsajoLUHM ct£Wmm a) no/iyn^HM* MO/ieKynw HyKnewHOBOM KMcnoTbi, 
co^ep>KaLMeM MMaieHHwfi (e) HyKneoTMfl(bi) 6) rn6pn/*w3ai4MM Mo/iexy/ibi 
HyicnciiHOBofi KwcxioTbi c onwroHywieoTHAOM - 3aTpa8KOM (npafiMepoM) 
KOTopbiM KownneMeHTapeH k MoneKy/ie HyK/ieMHOBoPi KWC/iOTbi b o6nacTn 
cpaay 3a S'-kohuOm MMtueHHoro HyitneoTWfla(oB) a) kohtbktmpob&hmji 
npoxiyKta co cts^qww 6) C cooTBeTCT&yiomwM He6opoM 
AHAe3CKCMHyKne03M/i m/im 2 , -fle30KCn-Hy#oieo3MATpwc}Doc4)aTOfi n £(HK- 
3aencwMOM flHK-no/iMMepaaow, Tax hto npowcxoAHT yAnwheHMe 
npawMepa MwujeHHbiM (m) HyKnfcOTMAOM(aMw) c o6pa30BanneM 
yfl/iUHeHHoro npoAy*ra npafiMepa; r) woHM3ai4nn w ncnapeHH« npoAyKra 
co craflMM b); m a) o6Hapy>tceHHfl yAnnMenHoro npoAyKra c noMombK) 
Macocne»apoMeTpMM P a^a onpeAfeJieHMA ma^htuhhocim MnujeHHoro 
HyKneoTWAa(OB). 

5. CnocoS o6Hapy>KeHMfl HOpManbHoro wnn m/tb HTHoro <£parMeHTa 
HyK/icnHOBOPt Kuc/iOTbi, 8KnK)HaK)LL|Mfl ctaAMM a) no/iyneHMH MoneKynw 
HyKnewHOBOM, xvic/ioTbj; 6) rn6pvy;ki3auKH MO/ieKynbi HyKnennoeofi 
Ki/icnoTbi c o/inro-HywicoTMAOM-30HftOM, KOTopbiPi rn(5pnAM3MpyeTcs c 
AHKoro Tuna m/im MyTaHTHOM nocneAORare/ibHocTbJO HyKnenHOBow 
KUc/ioTbi; a) KOHTaKTwpopaHM« npoAVKTa co cTaAMn 6) c oAHouenosewHoti 
cnei^nc^HMecKOft sHAOHyKneasott; r) mohm33L|mvi n McnapeHM* npoAytn'a co 
cTaAMM b); h e) o6Hapy>KewMfl no/iyneHHbix npoAyrroe c noMOtubfo Macc- 
cneiapoMeTpiiM, npn stom Ha/iMHwe 6onae OAHoro paa/insHbix nwKoa, 
npeACTaBxi«KDU4wx 6ome m©m oamh $P3 rMeHT noKaabieaaT, hto 
MorteKyna HyKnewHOBOM KMcnoTbi co/jepatHT, no KpaPiHefl Mepe, OAHy 
MyTaunio m npucyTCTBMe OAHoro nn»ca, npeflCTaenfltOLnero OflHy 
HyKnewHOeyra KwcnoTy ytcasbieaeT Ha MViiueHHyK) HyKfieMHOeyw KUC/ioTy 
AHKoro TMna. 

6. Cnoco6 o6napy>ceiiw«, no KpafiHew wepe, oahofo oCHOBaMMfl a 
mmluchhoh HyKneoTMAHOM nocneAOBaTe/ibNocTw, npncyrcTBy»0U4etf b 
6nojiornsecKOM o6pa3qe, BKn»OMaK>u4Mft craAUM a) nonyMeHMfl 
MyKnenHOBoft kucjiotm, coAepxaujePi MMUjeHHyK) Hyx/ieoTMAHyjo 
nocneAOBaiejibHocTb M3 6nojiorwHecKoro o6pa3na; 6) ocymecTBneHk*, 
no MeHbweii iwepe. oahoA rM6pwAH3aunn mmlu©hho# Hyk/ieoTMAHofi 
nocneAOBaTenbHocTH c HaCopoM aAAyxroa -nnrnpoB8HH* m 
TepMoycTO^MMBOM flHK-JW83©#, nocpeACTBow nero o6pa3y©TCfl npo^yKT 
T»MrMpoBaHM«; b) MOHMsauHw m ncnapenn« npoAyxra co CTaA"H 6); m r) 
o6Hapy5KennR npoAyKta nurMpoBaHun c noMOu^bK) Macc-cneKTpoMeTpuM 
n cpaBHenurt rio/iy^eHHoro 3HaMeHM^ c HseecTHbiM 3H9HeHHeM/viP 
onpeAejieHMA, no Kpaflneft wepe, oflHoro ocMOBaHMfl b MULiteHHOfl 
HyKneoTHAHoti nooneAoaaTenbHOCTH. 

7. Cnoco6 no nn, 1-6, OTnHnaiou^MMCfl t«m, hto nepeA craAneft 6) 
MniueHHbie HyKneoT^Hbie nocnepobaTCJibMOcnrw HMMo6n/iM3yK)T na 
TBepAOM HocMTene pp* no/iyMeHn» MMMo6nriM3oBaHHbix MMLueHHbix 
NyKneorvtAHbix nocneAOBaTenbHOcrePi, HyKneoTMAa(os). 

8. Cnoco6 no n. 7 % oT/ikMajooin^cfl tcm, hto MMMo6Mnn3ai4wo 
ocymecTsnflKJT c noMOiqbK) rM6pMAW3aqnM Me>*fly MoneKy/iojPi 
KOManeMeHTapHOkt HyicneMHOBOM KiicnoTbi aaxeaTa, KOYopafl 
npeABapkrrejibHO MMMo6wnn3ooaHa Ha TeepAOM HOCMTft/ie, h nacrbw 
MoneKy/ibi Hy*cnenHOBOM kmcjiotw, Koropa^ oT/inHaercfl ot wnujeHHo^ 
Hy»oieoTHAnoft nocneAOBaTejibHOcTw. 
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9. Cnoco6 no n. 7, oT/inHaioinw&Cfl T6m, mto MMMo6Mnw3annw 
ocyu4ecTBn«K>T nyreM npaworo cfc*3biBaHWfl TeepAOrt noAJ~»o*<Kw cnacTbK> 
MOneKy/ib» HyicneMHOBOM Kwcnoxbi, KOTopaa omtmaercfl ot mhlu©hhoPi 
nyicneoTMAHoPi nocneAOBaTe/ibHocTw. 

10. Cnoco6 no n. 7, oTHMMa»ou4ntfcfl TeM, mto nMMoSnnnsaqw* «Bn^eTc« 
oGpaTHMOtf. 

11. Cnoco6 no n. 10, crmwHa»oinnflc* TeM, mto MMUJeHHa* Hy*oienHOBafl 
KucnoTa yAanaeicfl c itiepAOtf noAnowKM nocpe^cTBOM XMMViMecKoro, 
3H3MMaTHHOCKoro hhm c^HsimecKoro cnoco6oe. 

12. Cnoco6 no n, 10 r oTnMMaKmjMficfl TeM, mto MMMo6nj"in3aMHK> 
ocyujecTBnflKJT nocpeACTeoM c^oTopaciuennneMovi c&^3H. 

13. Cnoco6 no n. 10, oT/i>iwaK3tnMtfca TeM. hto MwuieHHa* HyKneoTMAna* 
noc/ieAOBaTe/ibHOCTb yAarmeTca c nojctno>KKM nyrreM ujohH3auwu n 
ncnapeHMfl. 

14. Cnoco6 no n. 7, <vr/)MH3K)U4wfic* rew, mto TBep,qyK> noAno>KKy 
Bbp6MpaK)T M3 rpynribi, BKnK>Ma>oii|wvi LuapwKM, n/iocKwe nooepxHocTn, 
"Mwncbf , Kanvt/iJiflpbi, ajnnribKM % rpe6Hn m "Ba<t>rw". 

15. CnocoS no n. 7, oT/inMaioiLtntfca T ^ M i CTa^MK) wMMo6nnn3auMM 
ocyiqecT&n*Krr nocpeAC^BOM rw6pnAH3aMMM Me^y phaom MgneKyn 
KOMn/i©M©HTapHOfl Hyknen hod o A kmc/iotm 3axBaTa ( KOTOpafl 
npeAeapHTe^bHo MMMo6MJiM30BaHa na TaepAOM HOcnTene, w MacTbK) 

MO/lCKy/lbJ HyK/leMHOBOil KMC/lOTbl, KOTOpafl OTJIMSaeTW OT MHOieHHOrt 

HykneornAHofi nocneAOBarenbHOCTM, 

16. Cnoco6 no nK>6oMy m nn. 1-6, OTrrwHaK>mnMCf* TeM, mto ao ctaAnw 6) 
cT3Aw»o eMnJiMc^MKaqnn ocya4ecTBn«KDT Ha MuiueHHoP) HyKnenHOBoPi 
KMcnore. 

17. CnocoG no n. 16, OT/iMMawiAMPicfl TeM, mto MMWGHHyKj HyjaiewHOByw 

KHCJlOTy aMrVlMCt)HUHpyK)T MeTOAOM SMrmWCfcHKaUMM, Bbl6paHMblM M3 

rpynnw. cocToauaeft M3 >oiohmpob3hm*, TpaHCKpnnm/iH t no/inwepasHOM 
MenHoft peaKLiuM (PCR). /inraaHcfi lAenHoft peaKquvi (LCR) n 
aMP/iMc^MkauMM c 33MemeHneM uenw (SDA), 

18. Cnoco6 no n. 16 r 0TJinMaK>iMnAc« reM, hto wacc-cneKrpoMeTp 
Bbi6npa»T ws rpynnw npn6opoB, paSoTawmM* Ha ocHoee 
BpeMflnponeTHOPi MaTpusHofi xiaaepHOfi Aecop6qnM/woHM3aunn (MALDI- 
TOF), aneKTpoHHoro pacnbineHHfl <ES), Monnoro uwKnoTpohHoro 
pe30H8Hca (ICR), nepeHOca Oypbe. 

19. CnocoO no nn, 1-6, OTnuMarootuftca TeM, mto ao noHM3aMnn m 
ncnapennfl MMweHHyio HyxnanMOByK* KMonoTy oHULqatoT. 

20. Cnoco6 no nn. 1-6, 0TjiwMa*ciuufic* TeM, mto npaiiMGp, yAriMHeHHbtii 
npartMep, soha, mjih npoAV^T nurMpOBann^ KOHAnnHOHMpywT, 

21 . Cnoco5 no n. 20. oTnuMafoaiMvicfl TeM, mto npaftMeo. vnnnneHHbiM 
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npartMep, soh^ hjiw npo,qyKT -nnrnpoBawn* KCHAMMMOHMpyiot nyrervi 
MO/3n4>MKaunM cfDOc4jo^M34>npHoro cKfcneTa. 

22, Cnooo6 no n. 21, 0T/iMMaK>u4HMCfl reM, mto MOflncfcrnxauMfl 
ct>oc4?o^M3<t>npHoro cKeneTa npeflcraanfleT KaTHOHHbifi o6mgh. 

23. Cnoco6 no n. 20, oT/insafOUjufica Te*j, mto npaiiMep, yAnHHeHHbift 
npaPiMep, soh/; unw npo^yKT j)urnpos3Hna KOH£MnnoHnpyK>T nyreM 

KOHT3KT3 C a/lKW.nnpyK>ll|MM arCHTOM M/7M XHOpWflOM TpMa/WrfJlCW/MJia. 

24* Cnoco6 no n, 20, or/iHHaioiniiPic* TeM, hto npaiiMep, yariMHeHHbiM 
npaPiMep, 3oha nnn npoaywr .nnrMpoeaHM« KOHAMi4WOHnpyK>T c noMombw 
no KpafiHefi Mepe, o^Horo HyicneoTMAa, Koiopbm yMeHbuiaeT 
HyBCTenTenbMocTb K/jenypuHMsaunM. 

25. Cnoco6 no n. 24, ouiMMaK>mnMCfl t^m, hto HyKneoTMAOM *B,naeTca N 
7 - w/im N 9 - AeaaanypuHHyKneoTMA WW 2' <J>Top 2' AeaoKCwnyKPeoTHfl. 

26. CnocoB no nn.1-6 t 0Tn**iMaK>mnMcn tom, mto MauiwHHaa 
HyKneOTMAnafl nocneAosareribHOCTb y*a3biBaeT Ha ConeaHb htih 
cocToflHue, Bb)6MpaeMoe M3 rpynnw, BKn^osaioineJi reHeTwnecKyio 
GonesHb, xpoMOcoMHy»o aHOMaJinK), reHeTHMecKyio 
npeApacno/ioKeHHocTb, pax nnn MH<£eKunK>. 

27. Cnoco6 no n.6, oTnwnaiOLUMVica T6M, mto nepBbift wm Biopofi a/y*y*r 
nnrnpoeaHM« atip Kaxfloii hmth flHK co^ep>KMT S'-cj^occfcaT. 

28. Cnoco6 no n.6, omwHaiOLquMCfl tcm, hto ero ocymecTBn«K>T 
MMKnMHecKM c nonyMeHnerm aMn/incf>MnnpoBaHHoro npoflyxra 

JWHP0B3HM*, no KOTOpOMy OCyU4eCTB/lfl»OT A^TCKUMK). 

29. Cnoco6 no n.6, oT/iHHawaiMficfl TeM, mto zinraaa AB/iaeTc* 
TepMocTa6njibHOM flHK <nnra3ofi. 

30. Cnoco6 no nn.1-6, oTnwHaiouiwfica tom, hto Niacc-cneicrpoMeTpH* 
npfcMCTaB/ineT cB«3aHHyK) c MatpuKcoM jia3epHy>o flecop6i4MK> (MA fll). 
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